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Tl Pharmaceutical composition e.g. for breast cancer comprises gonadotrophin 

releasing hormone agonist and selective estrogen receptor modulator. 
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NOVELTY - Pharmaceutical composition for breast cancer, endometriosis, myometrium 
tumor, Alzhiemer's disease, circulatory system disorders, menopausal disorders, irregular 
periods, cancer metastasis, premenstrual syndrome, muscular distress or osteopathies due 
to calcium/phosphorus imbalance comprises a gonadotrophin releasing hormone agonist and 
a selective estrogen receptor modulator. 

DETAILED DESCRIPTION - Pharmaceutical composition for breast cancer, 
endometriosis, myometrium tumor, Alzhiemer's disease, circulatory system disorders, 
menopausal disorders, irregular periods, cancer metastasis, premenstrual syndrome, 
muscular distress or osteopathies due to calcium/phosphorus imbalance comprises a 
gonadotrophin releasing hormone agonist (GnRH) and a selective estrogen receptor 
modulator (SERM). INDEPENDENT CLAIMS are also included for: 

(1) the use of a GnRH and a SERM in add-back therapy; 

(2) pharmacutical composition for prostatomegally or prostate cancer comprising GnRH 
and a selective androgen receptor modulator (SARM); 

(3) agent for treating and preventing prostatomegally or prostate cancer or breast cancer 
or their reoccurrence or metastasis comprising GnRH and a sex hormone synthesis inhibitor, 
lyase inhibitor, receptor-type tyrosine kinase inhibitor, cytokine/chemokine inhibitor or 
endothelin receptor antagonist; 

(4) agent for treating and preventing prostatomegally, breast cancer or prostate cancer or 
their reoccurrence or metastasis, menopausal disorders or osteopathies due to 

calcium. phosphorus imbalance comprising a GnRH and a bone metabolism regulator; and 

(5) agent for treating and preventing breast cancer or prostate cancer or their 
reoccurrence or metastasis, myometrium tumor, endometriosis or prostatomegally 
comprising a GnRH and an immunotherapy drug. 

ACTIVITY - Cytostatic; Gynecological; Nootropic; Neuroprotective; Cardiovascular-Gen.; 
Endocrine-Gen.; Muscular-Gen.; Osteopathic. 
No biological activity data is given. 

MECHANISM OF ACTION - Gonadolibrin-Agonist; Estrogen-Agonist; Estrogen- 
Antagonist; Androgen-Agonist; Androgen-Antagonist; Tyrosine-Kinase-lnhibitor; Cytokine- 
Antagonist; Chemokine-Antagonist; Endothelin-Antagonist. 



USE - As gonadotrophin releasing hormone agonists used in combination with selective 
estrogen receptor modulators, selective androgen receptor modulators, sex hormone 
synthesis inhibitors, lyase inhibitors, receptor-type tyrosine kinase inhibitors, bone 
metabolism regulators, immunotherapy drugs, cytokine/chemokine inhibitors orendothelin 
receptor antagonists for treating and preventing endometriosis, myometrium tumor, 
Alzhiemer's disease, circulatory system disorders, menopausal disorders, irregular periods, 
cancer metastasis, premenstrual syndrome, muscular distress, osteopathies due to 
calcium. phosphorus imbalance, prostatomegally or prostate cancer or breast cancer or their 
reoccurrence or metastasis. 

ADVANTAGE - Combination enhances quality of life by enhancing gonadotrophin 
releasing hormone agonist activity and/or reducing side effects. 
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(54) Title: GnRH AGONIST COMBINATION DRUGS 

^ (54) 5&BJ!0*^: GnRH7^-X KDttmM 

(57) Abstract: In the field of pharmaceuticals, it is intended to provide drugs whereby the preventive and therapeutic effects of a 
GnRH agonist on various diseases can be enhanced and QOL can be improved. More specifically, combination drugs characterized in 
?H that the GnRH agonist is combined with a chemical selected from among SERM, SARM, sex hormone synthesis inhibitors, receptor- 
O type tyrosine kinase inhibitors, bone metabolism regulators, drugs for immunotherapy, cytokine/chemokine inhibitors and endothelin 
^ receptor antagonists. Owing to these combinations, excellent effects of enhancing the preventive and therapeutic effects of the GnRH 
O agonist on various diseases and relieving side effects can be established. Furthermore, QOL can be improved thereby. 

O m**j 



00 



WO 03/015820 Al I Hill IUI Ml II illlil lllll IIJI t If UI IJII1 illl lllll Dili III] lilllll llll llll llll 



(57) 

zommtt. mmttwo m l , g n rht =f = * nas^iis 

* ft ft) \Z. tt , GnRH7^ = ^ htHlC SERMI, SARM 

5^i:^#^it5fc©-e$)!) s d> ^ 5 ®. £ t> * £ 9 , GnRH 
T=r = * Mc£S£«gS«<0^B& • f& S!? $ Jg: <z> ft ± , gil^fflo^^^ 

t> © T* fc 5 , 



WO 03/015820 PCT/JP02/08130 

1 

mmm 

5 

10 LHRH (feKttGnRH) t LTto%n&MfcJ&]&fr)\' : £>tktil&)'\' s E:> 
15 Ftt*;l^E>©»J*3W*IH!i!l*n*. £©£<h£fij;BUTGnRHf£ffl£WT3 

20 ^HJ©H^ 

£&QOL (quality of life, &fl±^S££**«*E*fc<fctf 
25 7=f-X h£SERM3& SARMH, &&)\r£>&jm»9L S^I?n-»+t- 
*fc£ G n RHTzf-7. h J: *#8£*<D?tt • »»ft*»l/ < IrUS** 
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[13 GnRHT^—X h tS ERM (selective estrogen receptor modulator) 

^^-'M, Dg3tg$&&> 3§*S&» PMS (premenstrual 

syndrome) , EMJWSSfcttauI'S'tfA • U >#fWPMI©^ Bfr • ^JSfflE^ ; 

C2] SERMH^7D^5/7x>, 7m^7i>, 7V7t^/7iX 
TSE-424, SERM- 3 3 3 9SfcttSPC-8 4 9 0T?fc£ffifB [1] 
io IB^EH; 

C4] l*IL»«t»bT, Gn RH7J-7> hOf iit S E RMlOtMi: 
C5] W&Ifrt^LT, G n RH7^-7 h©til<!: S E RMiOtiii: 
20 ±7jfe ; 

C7] i»C^UT, GnRHT^XhCfiiiSERMiCtiii 
[8] GnRHT^X h£S ARM (selective androgen receptor modulator) 

25 mt*u&$t>#xte%M&!m&r£tem&mm*:&<D : f>&j • ^Mism ; 

[9) SARM^LGD2 2 2 6T^§tufB C 8 3 E«©EH ; 

C10] Pi?L»fcMbT> G nRH7^X hOtiit S ARMiCf if 
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C133 MAB (Maximum androgen blockade) S8fe38T?&5t9fB [113 IB*©E 

*; . . 

[143 «SJM&fc*fL*t\ GnRH7^h©^it'J7-- t£|fi£F&©W 

; 

[153 Bi?LIM&fc*fLT, Gn RH7^X hOtait <J Sot 
S&St*ia*^fc"&TS#-rs £ MA B. (Maximum androgen 

blockade)^^ ; 

[163 mfLMmzMLT. GnRHTzfnXb(D»»<hUT- , fell«^CDW 
[1 73 Gn-RH7^=^hi:ft«MWH5 t O">>^-ifa*lltSia*^t>-& 

SI -7 7 4, SU-6668, SU-101, GW- 2 0 1 6 
C I - 1 0 3 3T&£jtufB C173 iB«©EH ; 

[193 *»^«UT, GnRH7^X h©Wilt^WDy>+ 
[2 03 Jfil4 , ©'nf»HER2fi(D^{CJ^i;T, GnRH7^h®^8i 
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C2 2] #f^MPIi5^7l/>Ho>m, x^Fn>Bt -f/t -f> 
*Hn>m» 'JtFD>l, ^nh'n>E /15Hn>m, tJWtHn>86, V 
l/h*U>$?, ^FU>|, ^UHn>E EB-1053, YH529, -f^U77^>* 

C 2 4] G n RHTrf-X h b$Mffim£ttfr&t>#Tft&tto$MX> 

C2 6] to* ©RICHER 2 *©itglOSDT, GnRHTrfX* 

C2 7) W?lJM&fc#LT, GnRH7=f-Xh©W^lfii^«^©^S 

AJB^fc^K^Ji©^ 

C2 8] GnRH7rfxXb<i:lM h:M> • dr^jtK 



WO 03/015820 PCT/JP02/08130 

5 

[2 9] vmM®\Ztt\sX. GnRH7^Xh©fMW b*-T> • fr* 

C3 0) jfii4 J ©^^bHER2*©^^i;T, GnRHTrf-Xh<7)W^I* 

[3 1] GnRHT3~XbtX>F±V>g®fc7>?d-Zht*®.fr&t> 
\%M ; 

[3 2] I > H t U >§tft7 >^ ^-7 h ^7 b 7 1 >^ >, YM-5 9 8, 
TA-0 2 0 1>Bosentan, SB-2 1 7 2 4 2> SB-2 0 9 6 7 0', 
TBC-11251, BQ-123, ABT-6 2 7SfdiS 
Cyc 1 o C-D-Asp-Asp (Rl ) -Asp-D-Thg (2) -Leu-D-Trp-] 

Asp(Rl)«T7.A^^>^j3-4-7xx;i/t!^7^>75 F£§S£> 
Thg(2)«2 -^IZJ^'J *»aa£&*1* ; ] TS^tl^^^ Hfe^V^^CO 
S^bU^Ai&T&SMfS C3 1) IB«©g^; 

[3 3] Pf¥LlWc2tLT, GnRHTrr-Xh©W^l*iX>K-feU>^#: 

[3 43 GnRH7^-Xh^ 5$ 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

Git, YteDLeu, DAI a, DTrp v DSer(tBu), D2Nal DHis (ImBzl)fr£^fc£ 

ft&^*£> Z « NH-C2H5 £tz\$ Gly-NH2 £^21^*1^] T^t^nS^? 1 
KSfc^O&T'&Sii&iB Cl] , Cll] > [17], [2 1], [2 4], 

[2 8] Sfcte [3 1] BMvmM; 

[3 5] GnRH7rf-7>h^\ 5$ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

TS^n^^Fost^re&stiifE [34] tmomm-, 
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Cl] , CI ID . [17], (21], [24], (2 8] &fz\± (3 1] IB 

C3 7] mk^M&ftim^#ui]7*)VT3t>z>wii& C3 63 mmvmmfz 

(M, tfcftiftfr HIS, TiftM^a , WfflRffiycfi, Wl*a«fe 

GnRHT =f-* h 5 ft 3 . 2 £> fcttsjyJl/t >#fe»T& S#G 
n R HSSttT? & 5 £ fc «S4£ffiiifc £ fc*»fc G n R H 7 =rn* b «b*Wf 

£>ft£o 

GnRHT^XhO^tbTH 03;tfc£, HJ-h*>h G 
n RH 7tn^:3>h7/t-i/7 7>F, A'-X^^x^^ (Treatment 
with GnRH analogs: Controversies and perspectives) VVVrS> )VJ 
iJr»y tf)l-7 (AO (The Parthenon Publishing Group Ltd.)#gfrl996 
¥1 , #S¥3-5 0 3 1 6 5#&*, #l¥3- 1 0 1 6 9 5^, H7-97 
3 3 4^iffi8- 2 5 9 4 6 O^&^fc^fcfH^ftWS^:/?- H*3&«* 

tfsfts, 

GnRH7:*~Xh£LT&, 0JA«, HRS (II] 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
CiW, YtiDLeu, DAI a, DTrp, DSer(tBu), D2Nal£ e fc£Mis (ImBzl)^£>^fe£ft 

zmm*. z ot-c 2 h 5 ^fe^Giy-NH 2 &^- n^n^-f] -trS^ns^sM^y 

^H*fc«-eo^^ffl^6nSo Y«eut, Zj&JNH-CjHjT?**^ 

H*fctt"t©lft (BP%, 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 
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(3) HjyhkUXTriptorelin) 



/^His/ TrP ^Ser/ Tyr Mrp/ Le ^ Arg /P- VGly ^ 



0 

(#BI#W£4 0 10 12 5^, #§§BB5 2-3 1 0 7 3^) , 
(4) ^-7Tl/UXNafarelin) 
o 

,NH 2 



jQ^His/ Tr ^Ser^^A.a/ Le ^ Arg /Pro XGIy/ 




(*H#§BII4 2 34 5 7 1#, #HBg 5 5 - 1 6 4 6 6 3#, HBS6 3-2 6 
4 4 9 8 I^BH 6 4 - 2 5 7 9 4^) , 
(5) kXhUU XHistrelin) 




Pr0 ^NH ^- 



0 

(6) fXnl/U XDeslorelin) 

o jC}^His/ TrP ^Ser/ Tyr Mrp/ Le ^ Arg /P^ NH ^ N H 2 

(*H#W3i4 5 6 9 9 6 m, |WJ4 2 1 8 4 3 9-Sf) , 

(7) ^T-I/UXMeterelin) 
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(PCT WO 9 1/18 0 16) , 
(8) zf^-HI/UXGonadrelin) 

(M^ws^ 213737^) sfc^n&©if<!:»ife.n§. 

£ fc , !E<OGnRH7 3'-7h ( $? £ b < » , 5£ 
5-oxo-Pro-Hi s-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 T?S £ ft 3 F * fc 
ru a-^ni/'J ) > 

\zmm^^ w%7*.M izzofexm* 

©£5fcim8!K "W-5>K 7#*/ift*fc»^xU-©<k3fc#ft»fc£- 



WO 03/015820 PCT/JP02/08130 

10 

ffiJt^oia^k^^+oSHt*^ *HJfcil&» Smftfc£©<k , 5&**ISHi 
-/W , 2K*>ttJHiiiSttSI (#l> #U7;W*-h8 0 (TM) , HCO-5 

±ei&Ntt, #i>u£, m®^J u mn-hw 

•f ^D*^-fe)W S#^D©^^' 09*-to?» MBS 6 0-1 0 05 1 6^ 
#|l|62-2 0 1 8 1 6t, #W4-3 2 1 6 2 2f, #H¥6-1 9 2 0 
6 4WP9-1 3 2 5 2 4^ 4WP9-2 2 1 4 1 7#, 1- 
2 7 9 0 5 4-*t, WO 9 9/3 6 0 0 9 9^&^&acfBtfc©#&fcfeT§^ 

±E©lfefttt8ai©4 , T? , b* 2 1 6 2 2^fcB«SnT^« 

ST, 7KtCGnRH73f-^h ($?£L<«, Ua-^DVU >Sfctt*©Sk 
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«kD»*b<tt»IIUa.-^DWU» *®2 0%fc^V7 0 % (W/WK ff* 
b<te2 5-6 5% (W/W) , £D£?f:l/<te3 5-6 0% (W/W) »#U 

£n&0rt#fciM»K:f3u GnRH7:?xxh (j?*u<», Ua-^owu 

• «kt)fiFtl/<aBi , Ja-^Dl/"J» (DgMimtVT, 7^5>, 

/wix7 jk> a ©T^na^f t> i tctxu, 7x 
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X7^;HTween 8 0, Tween 6 0, 7h7^^-ffl, #U^S>X^l/> 
fcT>«2*#[HCO-6 0> HCO-50, B^5#;i/X]&£), 

^fciiT^fflbTfe^K &mo$<(Dmmte, mo. o 2 o%©ig» 

SittiiJRT?^ i;D£?2:L<te&J0. 0 5%^S» 1 0 SSOg&fflTfflHSftSo 
CDJKSSiD^fcfSBWr, W/O/WiXTJl/ya >^HWLTff 

mfimbK. fuffltee** m&fcr&®mt)i&vffifrLft& nit. a®* 

»iBiCD*»TSIWWl©IBtS, »HE©Jtt«*ff5. ife#*©*£™ife©8& 
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bT*5 0 . 5 ~ 1 0 0 0 iMm<Dffim&mf £>n, J: D $f * b < was 2 ~ 5 0 
©IBB afe S ZL t itms. h b\ 

ft a-tHD^b U ^M^iWl^i^W^^^ft^^ D 
;MfcS£# (OT> #U (7^H-co-^'j3>JH) , #U 01*- c o- 

(#S^#0 *fcWt* i E#y , T-ttJLBIM'&#, #UAft #u 

^u;wmxx^;i/) fc&WSU*. ££fc$?£b<kt fLm-^un-;^a 
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5 &jt (^e;i/%) «su o o/o~^j4 o/6 oaw£U<, *uoo/o~*55 
M r«-i/ijn-MiMj ©g/jN«^t¥&©-^T&3«©ft# 

10 Mttftitte, D -ft/ L -ft ( ; E;i// ; E;V%) 7 5 / 2 5 2 5 / 7 5 © 

tea© *>©#**?* ^©D-ft/L-ft (^1//^;!/%) f±, #«6o/ 

4 0/7 0©fSB ©*>©«$ 2 

# rnjft-^U3-;wtt^#j ©sa¥^#^*«» ^3, ooo~ 

$51 0 0, 0 0 0, %-&L<\*mZ, 0 0 0-156 0, 0 0 0, ££«;i;L< 
15 TO 3 , 0 0 0 5 0 , 0 0 0Ot)©»^. 

(a*¥^?fi/m¥^^*) ssrm. 2~»4._ o 

«L<, $6(C«*51. 5~3. 5«^l/^, 

$ rm-^'J3-;viiMj ©ESt©*;^*^;!^*^ *£ft©3M£ 

MM (^7 A) &£D®3t!tJ2 0H$1 0 0 0 fimol (Y^f^n^)«b<, 
20 £5fcfcM94 0H91 0 0 0 jtmol (T-f^U^W jWfcJfSLH. 

110, 000, 707, 0 00, 455, 645, 354, 000, 189, 
0 0 0, 1 5 6, 0 5 5, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 
100, 9, 830, 5, 870, 2, 500, 1, 303, 5 0 4©r5«S 

25 ©¥#ifc# u 7s ^ v y zmmmn t vxwt- 5i->3>^o7^77^ 
- (g p c ) xm& v tc# u v >im<D&=Hk%£tmm vtcfrnm* ^ 5 . 
tnjttt, ii5iGPcsg (iv-s, HLC-8120GPC, ^m^^M 

JSJr^fc^S) , GPC*7AKF804LX2 (BSfP^XlS) *4gfflU ^» 
ffi£bT#on:tlv;i/A§J!!V*3. gftjt&lm 1 /m i ntff5. 
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tZ^T&^Zt, #V$Lm WmgS5N^/Tirhz:bU;V (v/v = 4 
/9 6) Si2mll:i«U 0. 01M o-^hD7x-J|/hH7^IH 

m. (onph) mm (5N^/7*hxhu;i>/x*y--;i/=i. 02/35 

/15) 2ml tO. 15M 1 -X3^- 3 - ( 3 -V^frTS. /^P MM 

(H'Je?>/X^y-;P=4v/9 6 v) 2ml$ 
. iJP^.T4 0tn?3 0#£jft£i*fc«l£&@3rrS. S^**ifc (40) bfclfc 
7izhxHJ;i'2mlT?»#U 0. 5 m o 1 / 1 j -;Mfcfc&ft;;27 I) £ 
Aitlml SJn^T6 0*CT3 0 5N*Bfcfltf-h 
U ^AzKMT#IRLTYm lib, 1 . 5 N#ftflrf- b U £ ATKSSftS^fet 
UT5 4 4nmmA (/cm) DL-ft»zk»«££*P 
*Mt£bT» *©iiat*;p3l?^">;V«* Cmo l/L*7;W*U?RS*tf*», 
SfcONPH7^;Wbl*TDL-?Lmt: H^v 5 Hi LtctZO 5 4 4 nm« 
* B (/cm) t-TSi#, (^7A) fcfcDOilli©*;!' 

[COOH] (mo 1/g) = (AY.C) / (WB) 

- * * / ic ^ u ? x / ? * w >&fmm tLxcomm 

£*J tffirfZ) ^4 , fc^UX7.x;W3Eil©5n7jc^S/S^^'r§^ 

MMJkMffi'Br (#1086 1-2 8 5 2 1-^) fcSWi^^Hfc^U □ U H^O 
gt3R^XXx;i/fl3'&«* i| 5©ttii*fflVifclBaia*& (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 199559 T?»iST#*. ±|B©^©M^M'&^^<fc^T#6nSfi'&# 
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mZfo EP-A- 0 8 3 9 5 2 5 ^fcffift<DtiafrjmRj&\Ztirt'ZLt\Z\& D , 

&£D©gB£& (^J^«SSjtt«JK*M«^, #HBB6 1-2 8 5 2 

»Vf # D*^t;^MJi:t§(:ll T*f ^ D*y-fe;i/^^-m^J(f^ Tween 
8 0,HCO-6 0.%)V#*^*?)V±)\sU-Z,7)V*r>M-}'hVVJ*fe£). 

^A, v>- h-;K v;nfh-;k ^H^«|55:^)^^<i:^{r7jctt^^JtTS 
±|3©GnRH7^Xh (#£L<«U Ua-?nl/U <fc 

a tLT&ttzz. &tc. ^omtmtDmxoimmz&MLT® 

So 

U >*&«*■©&, J:Off*b<ttl»Ua-yDWU» ©^S, Gn 

9yK tfU^, by^, 

±&WM%m®\Z 1 Hl&fc UT, »0. 0 lmg^Vib 1 0 Omg/kg 

frSclXfcMQO. 0 2mgfcV>L5 0mg/kg#fi, b<&0. 0 5 
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mg^L2 0mg /kg#:S©f5B^ 5 Z. tifiHg 5. 

OkgfcfcfU fc&^Tte, RH7^X h (#*U<WU Ua 

0 1#£>5 OmggE ^SL<rao. l*62 0mgi*, <k 0 ff * U < fcEft 

«Oit'(#16 0kgl:#l) fc£V>T, -@!COtGnRH7^-7b (If 

» $I^0.0 1^52 0mggfe 0^L<«^O. 1^61 OmggE 
«k DUFS L< tt» 0 . 1 # 6 5mgS«*^T*<S Vitt»WF«3fciS!4-rn««k < , 

Okgll^l) fc&V^T, -Eto#GnRH73f^7vh («F*l/<tt, >Ja- 

l*^3'0mgm £?£L<&$J0. «fc t)ff*b<ti*9l 

1MB Lfc G n R H7 ^-X h ©flf/HtSt ftfi*^t>«&* H i CJ: 0 , 

(1) GnRH7=f=Xh*fcttflfffi*fe^Bnfft#*rs»^fcJfc^T, ^©& 

(2) a#©« 0R& Mfc2) fcl&DT, GnRHT^-Xb^ffl-TS 

(3) GnRH7=f=XhifPffl«*3ft«JI«:'BM**3Wl'r*i:i:K:J:D, ft 



WO 03/015820 PCT/JP02/08130 

(6) GnRH73~Xhtm%Mt&m?ZZ.t\Z&r)* Add-Back 

5 (7) GnRH73=.Zh£WmMt*ftm?%Z£\Z&Y) y MAB (Maximum 
androgen blockade) *Jfe&n&t8i:fc«, fc^Ofcnfc&ll&flSZlttfT?^*. 

ot, Gn RH7rf-x h tmmm®Mfcm*7*?o 
io (a) mm 

^Vfy^^ SARM|£(0IK LGD-2 2 2-6) 

(b) i$mm& 

■mam* mstsmx&* i&sam®w&w&. 7)vy/w?-m. %*nm 
is m. tosmr, tsiii©^^^ 
cos**" 

©MAB^sanirflBicfc*. 

(E)Add-BackHf^twrt|^5 (SARMI) .. 
20 <3>UtfF-, flffft. t^£^©IJ^0ii (SARMi) o 

(2) (XfD^h*Kfc}»fo^fFttO) triXXbny>m 

(a) mm 

^^>7iX SERMi 7D^>7xX 7;W^7x>, 7V 
7^'>7xX t7^$7iX TSE-424, HMR-3 3 3 9, SER 
25 M-3 39, SPC-84 9 0, HM- 101, SOC-8 49 0, WAY- 1 
404 24) , 7MXb7>h, ER down regulator&^o 
(B) 
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(O yak 

©Maximum estrogen blockade^fe^Rjfl5f~&£. 
©Add-Bac k£efe&*Rltlf;:&5. 

(3) ik^mmm 

(A) MtfcM 

(Cyclophosphamide), ^T7^X775F (Ifosfamide)K FMi&nM MZM* 
*V Mx^ir-h (Methotrexate), UFT, 5-7Jktn77^K5-FU)), 
K-KttfciMlSt (fefcfT-f hT-fi/>C (Mitomycin 0, TFU7T-f->> 

(Adriamycin), ^□Y<y> (Peplomycin)), m%&$k$ti&M (0SiU£, tf> 
^U7>^>, t*>7^», ^^V-;l/)> H-tr^WK /^U^^iz;K DJ-927, 
TZT-1027, DX-895H (Exatecan), DE-310, -y^y^y (Cisplatin), ts)V^ 
7^>, Xb^>h\ ^>hX^^>, ^^y^^>, 5h^>hn> 

(Mitoxantrone), yD^;W\^>, V^/^X hU^y^>. hl/57xX 
^l/X^X ^Zi^X, tfWN*--;K ->V*7^>&£:^/B 

(B) »M 
(C) 

(4) 5a-V?>7?-*¥®.mm 
(A) J|#0l| 
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CD 5 a-U??#-V2®mM 

WO 93/23420 #fclB*©fc-&4k WO 95/11254 -9lCfB*0fc 
5 4,7j8-^^;i/-4-Tif-5o-nl/X^>-3-^X 3-:**7-4-7-!f-4, 7/3- 

> ^ *3^>^-16 j3 -(4-^ □D7i;^'»-5a-7>FaX^>> 3-;f*V-4-71f 
-4,7j3-^pWM6/M777^/)-5a-7>FD7^>&£\ 

WO 95/0792 3-:**V-4-71f-17j3-(2, 5- h U X 

10 M U * 3MK7 x-T )]/- % M -5 a -7 > h* a 7. * £. 
(B) 

(C) 

15 (DMABfcfe&HiJflBfcfc*. 

(5) a-SmiK 
(A) Aftft 

20 *A70-», 7W~>X r7^>X K=WA>X •fenHv'X 7;k^/S> 

(b) 

(C) 

25 ®ffiSia&*. 

(6) 7D^- £B£F& 
(A) Afrffl 

7?~7hcrA-;k I'bPVMk 7^>\/D-;k X7-fe*77>&£. 
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(B) 
(C) 

©maximum estrogen blockadeJ&fe^nJllisfc&So 

(7) 17 j3-tHD^>7rD^ PJH**ff£B#& 
(B) *r£u£j§ 

(o mm 

®MAB^«fctKmaximum estrogen blockadeSfcffij&*Rll|6K:fc5 0 

©?£rti^te*©»*, §»#j£TOiS]±. 

(8) W»*7>h*ny>££fi«| 
(B) 

gft&Kft iuk, ttrfflijc^jg, s#$¥fss^ ^srtiai, ?m 

(C) 

(DMA B£<£ ^maximum estrogen blockadei!i*&^pJtgK:&§. 
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(A) ^#:^J 

5 71f7fnX (±) -7- (5-^W/[b] ft7i>-2-^ 
;W -6, 7-v J hFP-5H-t!PP [1, 2-c] 7 
;k (±) -7- (5-7;i/^P^>V [b] ft7x>-2-^;W -6,. 7 
-v*kFP- 5H-t?PP [1, 2-c] -f 5^/-;P-7-*-;i/, (±) - 
7- (4' -7MU [1. 1' -b'7i-JW -3->T;W -6, 7-5?kH 

10 P-5H-tfPP [1, 2-c] -f5^/-;Vr7-*-;K (±)-7-(4' 
-7)1<*U [1, 1' -H7X-JH -4— r;W -6, 7-5?kHP-5H- 
hfDP [1, 2-c] -f 5^A-;i>-7-5t— ;K (±) -6- 
->-6, 7-^b FD- 5H-tfOD [1, 2-c] -f S^A-Jl'- 7 --T;i/) 
-N-/fJl/-2-t7^5F, (±) -N-x^;i/-6- (7-tFn^>- 

15 6, 7-> ? kFP-5H-kPP [1, 2-c] -f 7 — fJW -2 

-t7^5F, (±) - 6- (7-th*D^>-6, 7-^kFP-5H-tfP 

p [i, 2-c] <s^y-;v-7— r;w -N-^v7°ot:^-2-t7^5 

H, (±) -6- (7-tHo^>-6, 7-> 5 kFP-5H-kPP [1, 2 
-c] ^5^V-;U-7-^;U) -2-t7^5>\ (±) -7- (4' -7;)/ 
20 *P [1, 1' -k*7xn;W -3—f;W -6, 7-^kFP-5H-kPP 
[1. 2-c] -f5^/-iV-7-t-JK (±) -7- (4' -7)V*U [1, 
• 1' -t*7i-JH -4->f;W -6, 7-> f kh*P-5H-tfPP [1. 2- 
c] -f 5^/-;W-7-*-;K (±) - 6- (7-kFD^>- 6, 7-i?k 
HP-5H-tfPP [1, 2-c] -f5^/-;i/-7— UV) -N-t^JV- 2 
25 (±) -6- <7-kFP**>-6, 7-^kFP-5H-tfP 

p [i, 2-c] >r5^y-;w-7— r;w -2-^-7*$ h\ (+) -7- (4' 

-7)V*U [1, 1' -k'7x^W -3— f;W -6, 7-5?th*P-5H- 

trop [1. 2-c] •<$^/-;i/-7-^-;K (-) -7- (4' -7;i/^- 
p[i, l* -tf7x-;W-3--f;W-6, 7-5>fcFn-5H-brnn[i, 
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2-c] <i*?V-)V-7 (+) -7- (4' -7)V*U [1, 1' 
-lf7x-JW -4-<;W -6, 7-5?t HP- 5H-ifDD [1, 2-c] 
■i-5yy-;i/-7-^- ;k (-) -7- (4' [1, 1' -H7i 

-4— f;W -6, 7-5?kHo-5H-tfnn [l, 2-c]—f5^V 
-;i/-7-^--;K (+)' -6- (7-kFD+y-6, 7-$*fcFD-5H- 
tfPD [1, 2-c] -f^y/-)V-7--C)V) -N-*?\N/- 2-^7*5 h\ 
(-) -6- (7-th'n^>-6, 7-> f hHP-5H-tfna [l, 2-c] 

-T5^y-;p-7— r;w -n-^p- 2-^*7^5 tv (+) -6- (7- 

7-^t KP-5H-tfPP [1, 2-c] -T5^/-;i/-7 
— -2-^7^5 h\ (-) -6- (7-tHn^>-6, 7^tFn 
-5H-epp [1, 2-c] -T5^/-;t/-7— r;u) -2-W$H^* 

©UT-if (C 17>20 -lyase) ffiiF&fc£. 
(B) 

m urijfiuiE^fi, a#»#*e, tti>m&> =fBmm. miim 

(C) 8jJH 

©MAB^cktKmaxiiuin estrogen blockade^^^pJtgfC^^o 
<2ttB£&&. 

(10) Q/uWtimmmmm 

(B) 

(O gam 

(i)sk^<DW^KER2m(Dmm\z^\:rzmomm^mzf3i^ B 

(1 1) g=-P"»D^ft»*B«ii 
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<b) nmmm 

(C) 

(12) #;he>*&39 

(A) JMfc^J 

(B) ^BU^JA 
(C) 

©MABSBfo&tTirtifcfcS. 
<DBJfftB©lsa*. 

(13) gftflffl^D ^>^-««a«« 
(a) jura 

¥7j?-7 M UyD- (iressa) ™) , ^-:7* (^U^y^™)', 

OD I -7 7 4, -feY^D--^ SU-6 6 6 8, SU-101, GW- 2 0 1 
6, CI-1 0 3 3, -fey*^^ 2- [1- [3- [4- [2- [ (E) - 

2- (4-hU7;p^-D^^;i/7x-;i/) if-JW **w-)i-4-' r;w 
^h^>7i^;W 7nt!;i/] -ih— f -l-x^y 

1- {3 - [3 - ( {2 - [ (E) - 2- (2, 4-^7M07i^W 

if-JW -l, 3-^i^y-;i/-4— f;W 7x-jW 7ntf;w 

-lH-i, 2, 3-huyy-;k 1- (4- u- c (2- { (e) -2- 
[4- (hU7;v^n^^;w 7x-jw it^jh -1, 3-^-^/-;i/- 
4— r;w *h*>-3 7i-jh -ih-i, 2, 3-bU7v*-;k 
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2- [1- [4- [4- [ [2- [ (E) -2- (4-X5P;W7x-JW If- 
)V] -1, 3—t*VS-)V-4— f;w ;*h*~>] 7x-;W 7^1/] -1H 

-- r ^v*-;u- 2— r;n - i -x^y-;i/, [i - [4- [4 - [ [2 - c (e) 
-2- (2, 6-^7Md7x-;v) if^JW -1, ;i/-4 

—f;W ;*h*~>] 7i^;W 7^;W -IH-I, 2, 3-hUTV-;K 3 

- [1- (3- {3- [ (2- { (E) -2- [4- (HJ7;p:*njWW 7 
i-JH If-JH -1, 3 -ttW-JV- 4-^)1) * b*i/] 7x^JW 

7°ntf;i/) -iH- f3^vA-;i>-2 — r;w -l, 2-7 , d/^>s?*-jk 3 

- (1- {4- [4- ( {2- C (E) -2- (2, 4-^7M07x^;W 
Xr-JW -1, 3 4-^ T;H ;*h*'» 7xXJV] t^w 

-iH- rs^y-;p-2— f;w -l, 2-7"DA>7t-;k [i - [4- 

[4- [ [2- [ (E) -2- (4-^?;V7xXJV) If-JW -1, 3 -tf 
^7-^-4— f;W ;*h*'>] 7x-;W ~JTM -1H-1, 2, 3 - h 

U7V-;k 1- (3 - {3- [ (2- { (e) -2- [4- (hjtjm-ci* 
7i-jW if-JH -1, 3^^^/-;p-4— r;w *t**->] 7 

x~;W ztuMM -1H-1, 2, 3- bV7V-)lbh<tel- (3- {3 

- [ (2- { (E) -2- [4- (h^JyMU^M 7x-JW Xf-JH 

-l, 3-^-^y-;p-4— f;W 7xxjW 7°atf;t/) - ih- 

(b) nmmm 

(C) J»« 

(i4) twii 

(A) ^ 
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FP>Sfc x^Hn>m, <fA>Fo>ak -f>*Ko>*. U-feHn>ft, 
H D>i,5/HD >m, EB-l 053, YH529& E) > )&fi*;i/^>#$<iSil£ (MK-0677) , 
(B) 

(C) 

(is) f&tmsm 

(i5-i) m&mm)wmm%Mmmzm*t>nz$ifc %Mm 

(A) Hflcffi 

p >, -r > ^ - n -r * > ) fc£tf*jflv>&n*. n # w a * psma 

(Prostate-Specific Membrane Antigen) vaccine (Northwest Bio), Dendritic cell 
therapy (Dendreon),MDX-220 (Medarex) , MAB-PSMA (Biovation), Anti-PSM vaccine 
(M&E Biothech)> Prostate cancer vaccine (CorxiaK MAb-PSA (AltaRex), MAb-PSMA 
(Nor t hwes t b i o t her apeut i cs) , MAb-PSCA (Ur oGenesys) & E, 

(b) nmmm 

(C) m 
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(15-2) stvhvmb 

(A) A#09 

131I-chTNT-l/B (Peregrine Pharm),MAB-bispecif ic-BER2(Medarex), Cetuximab. 
Bevacizumaba (GenentechK SK-1 MAb (Hygeia), PE-40-MAb (BR96, BMSK J-59K 
Anti-EGFR MAb&£. 

(b) %mm 

(C) 

(DMAB^^nTf^C^S. 

(Dffi»^c 

d5-3) ^<Dm<Dy??>$>z>wtfimffi.m-m 
(a) 

MAK cells+bispecific antibody (IDM SAK h^r-T > (CEL-SCIK 

Cancer vaccine (Onyvax) , Heat-killed M.vaccae (SR Pharma) . GBC-590 
(SafeScienceh Cancer vaccine (InununoTherapy) , ADJUVAX-100-A (Jenner), 
IPS-21 (Biostar) .Mycobacterium Cell wall Complex, GPI-0100 (GalenicaPharm), 
Globo-H-KLM vaccine. BPH tberapy (Zonagen), Ant i-PSM vaccine (M&EBiothech), 
Prostate cancer vaccine (Corxia)fc£:o 

(B) 
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(o mi 

(16) EGFR*§^«EGFR(Djn:^y^^> 

(a) mm 

cetuximab (IMC C225. ImClone Systems'), EGFR^^fci?. 

(b) nmm& 

(o . 

(17) TWHWI 

(a) mm 

6, 7->?^h^'>-4- (3, 4-y^b^>7i^W -2- (1, 2, 
4 - b U T"/-)V- 1 — OloWW *rS U >~ 3 -*Jl/^>SlXfJHXf^ 
(#H¥7 - 1 1 8 2 6 6^fg) fcg. 
(C) M 
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<$BlfB8®8tt. 
(1 8) HER2$m 
(A) JM$ft| 

5 (B) ftft&JlL 

(C) $jjh 

(19)WW >/«*-f >E» 
(A) JM£M 
15 (19-1) *>Wg&ffl 

(i) TNFgS*^ 

JL?±- -fe7K 07'J^, D2E7, CDP-57L PASSTNF-a, nJ«TNF 
THF-a»'&aa, ttTNF-ojtftfk DPC-3 3 3, sTNF-RL T 
BP-L CDP-8 7 0, PASS-TNF-a, I S I S-l 04 8 3 8)^ 
20 £» 

(ii) ^>^-D<^>-lIfi 

(iii) ■i'>*-n-r*>-6|fiSH 

25 MRA (tt>f>*-n^*>HSg*##t#0, fft-r>^-P<^>-6tft#» Sant-7 

(iv) -f>^-n-r3r>- 1 0$ 

(v) -f >*-D-f*>.-l 2|fi«FSI 
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(v) -1>?-7x.n>- a&£Z$-rm.m, *«ktfTNF-a|fif§iWi 

AGT-1 
5 (19-2) &*>MX9m 

(i) CXCR4;j£6 ! iJj£ 

(ii) CCR7^nm 

(iii) MAP^rt-« 

PD-9 8 0 5 9, BRIB-7 9 6, SCIO-46 9, SB-28183 
10 2, RWJ -6 7 6 5 7 RO-3 2 0- 1 1 9 5&2. 

(iv) &6mHflfX 

SP-1 00030, HF-fc, NF-/cB, IKK-1, IKK-2, P&-\izEi'?^))/^\ZMWtZ> 

(v) 1M YfJ^OM^MUm 

15 T-614, SR-31747, V±^YUEo 

(vi) TNF-a^m^H§^ 

(vii) ^>*-D^*>-l/3^g|i^flfi#^ 
HMR3480/VX-740&£. 

(viiii) *>-6%&iM 
20 SANT-7&£o 

(ix) j>?-u^3r>-8mwm 

IL-8£#E^> CXCR1 & CKnteffimfcE* 

(x) trtt-OI&trin 

25 (xi) <i >*-u^*>-2^m$itm 

(xii) Therapeutic vaccines 

(xiii) SUz^P^HI 
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(xiv) 7>3Hz>7.ft-&% 
ISIS-104838fc£. 
(B) 

(C) S»« 

<3>]fil*©ltf*ttHE R 2 MfcMI^&fcfcOfcllOTtBlC&S. 
( 2 0 ) X> H-fe U y%&W7>$zi-7, h 
(A) ftfttf 

7h7t>^> ; ym- 5 9 8; TA- 0201; 




(B o s e n t a n) 




0 



OH 



OH 



(SB-2 1 7 2 4 2) 
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(TBC- 112 5 1) ; 
5 Cyclo C-Asp-Pro-Val-Leu-Trp-3 
(BQ-123) ; 
Cyc lo C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 

C£** Asp(Rl)«77,A°^^>^/3-4-7x-;i/tf^^> ? >T$ F3B*£, 
Thg(2)tt2-5=-X^^U'»a»*«-r. ] T?**n*^/5 i HX«*©^ 
10 h U # ; 




(ABT-6 2 7) ^fcin*., LU-1 35252, J-1 04 1 3 2, ABT 
-546, EP-A-436189, EP-A-457195, EP-A-46 
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0679, EP-A-496452, EP-A-499266, EP-A-51 
0526, EP-A-526642, EP-A-526708, EP-A-52 
8312, EP-A-552489, EP-A-555537, EP-A-62 
6174, EP-A-655463, EP-A-714909, EP-A-8 1 
5870, WO 91/13089, WO 92/12991, WO 92/2070 
6, WO 9 3/1 0 1 4 4 WO 9 3/13218, WO 93/17701 WO 9 
3/21219 J P-A-2 44 0 9 7/1 9 9 2, J P-A-2 6 1 1 9 8/ 
1992, J P-A-2 8 3 6 0 0/1 9 9 2, JP-A-2 8 80 9 9/1 9 
9 2, J P-A- 178890/1993, J P-A-2 7 9390/1993, 
Sfctt J P-A- 173161/199 5G4R®fc&4fe. 

(b) mmrnm 

(o mm 
®mmtom* 

(2D 7>^x»>i i&mr>*3~xh 

(A) M&M 

nw*>;frU?A, /tjwwx *>xtJ-;^> s/Vtt^v, ^jv^jv 

(B) 2*£$sH 
(C) 

(22) i/zuttfyj—emmm (cox-iiMti> cox-i i 

(A) Aft$y 

-6 6 3, n;i/7 i n^>'7 > , nv^**s7, if'jn^y, 
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SC- 5 7 6 6 6, J-yU^y^r, S-2 4 7 4, ^D7it^, <*>F> 
&z/>, D+V^D7iX CS-5 0 2, CT-3, ABT- 9 6 3, LAS 
-3 3 8 2 6, ONO-2 5 0 6&£. 
(B) ft&mB 

(O »n 
10 isyfe-smzZ 

(B) ft&gSS 

(C) ft* 

15 <2>Mfft9®Stt. 

(2 4) h=>Wffcr>^=f:^* K K*;^>h^>^gPfl*ift; U#>H- 

(B) 

20 (O 3&£ 

(2 5) yTK**^>g£pfc7>*=fc^K tfo^hy^^g&ftffite U#> 
25 (B) ftft&Jlt 
(C) 
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(2 6) -fen hn>^»7>^rfnX K irC-fen h->§^#«, U#>h*-Mr 
(A) JM$0!| 

73*7?> (S-2 0 0 9 8) > DU-1 2 5 5 3 0, NAD-2 9 9, CP 
-44 8 1 8 7 
(B) 

(C) ^ 

(2 7) GHRHg&jfcT>*:fc;*K SGHRH^Hfift U#>K-M^» 

(A) JMW9 
CMPD-1&£. 

(B) ft$£J£ 

(C) 

(DJB^H. 
(2 8) 7>HDy>^Ke®ffi^l 
(B) 2t^gtS 
(C) 

@BJftUB©«». 
(2 9) T>Hny>3a9ftSgWrF» 

(b) 
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(C) 

(30) iMhX'omMm 

(B) 
(C) 

©funs**. 

(3 1) wimaw^ia^ 

(B) 
(C) 

(3 2) ^©ffi 

Jhttff£B«& * APRS* «##3^Ji&*3k 
Add-Backlftili, GnRH7^ h<D&mz£ Djfii»f>CDtt*;i^E 

d-B a c kffliH&IB-r SWl&Wfc^bT^SteS^at&tr^. 
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Tm%m%> % ^ \t G n R H 7 3~ X h t > SO Wfi*©7 > H a ^'XOffl ft 7a 
I4*0©ai:ft» &4*fcfefc:2tU I^Kl&^LTfcck^U PSMjlft^^Tja 
liHIBtSWSS) <D&J*mmfe, mzfSMfStvf. K#Nf(C> GnRH 

7^-7. b tffimmtjt)m&&t)2tiT^ntt£\,\ £©£ ox 

HU WLK, (1) GnRH7=f^hi^Hiftram3«^bT#6n« 
#-©${$fJ©&#, (2) GnRKT3~Zhtmm&t*ffl*\ZifflfclsT& 
6n*2«©ISa©ra-S-%«»T?©ra«?S!4» (3) GnRH7:i-Xh£#f 

T©&4, (4) GnRH7^httIiiWlCliftUT#6n5 2 
S©^J©M^^WiS&T©^^#, (5) GnRH7rf-Xb«h#fffimi 
ftSiJ^tC^KbLT#S>n^2S©^J©^^S#^T©^Mft*5^T© 

ft^t?) , mm, mm. mdmtLx, mnmxmmm w> m 
m. urn, §«) fc^icfi^-rszit^T^s. ftwwtt, wwa, » 
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jsix itflwj, mumi mmi umi mm, wmmnmm®* 
mmmtLTte. mm&im* d-^>- h-;x x>^>, p-x*. 

jfr&jffltLTtt, Wfcfcttfrfe^O-*, fill, D-v>n h-JK T^h 
^»Jt£x;HfPD FX x>7X ->3t, if^X *3\JH*;i>D-.X, iJ)V 

»SI£bTB:, fl&tfaiM!** 7;i/p-;x :/PlfX>^UP-Jk V^P 

d-*?xxf-;k £j.M^x;?;k x^/-;k hux7^y**x ni/ 

Xfn-JK MJX*/-;i/7^X ^m^hU^A, ^X^Bfc^HJOMfcfl* 
20 »M£LT&, ^fc£Xx7U;i/hUx*y-;k75X 7#U;Milffll?' 

7^'j;v75y^Dift>t, i^x^x ^^xifti/Px^A, £ 
tfz:;i/7;i/n-;K #U Hx;HfnU FX *;p^'>^^;w-fe;VD-x^hU 
25 p-x, hHP*s/^Dtf;nz;pn-^©a*tts^^^idr5ns. 
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5 tmftffltbxi&* wmmamsL* 7xu)V¥>m, a-huyx.u-)\>m 
as«w^#fc#UT3ieo. oiav^iooiix', $?£l<too. 

TffiSrT***, ®^W£#fc#l/T#UfcV>U9 9. 9 911%, $f£L<& 
I510^t9 0li%im5. 

is cmsossaitt, mxnfc&\,*xm%-m\z%^bnz&&£to<D%mz£ 
mm, mmmt. ft®.m v<-> (Tween) so (rh^A^-a 

*S) , hco 60 (B*dr5*;wx«) . #UifV>^U3-;v, 

^Jtux x*;-)vm) , ifM (flu 'j>is^©7M^ii, 7 
<>a, T>-h-;K y;nf 7H>7iH» , pH»ffi»j («, gat 7jc 

tux ^^5>(» : »#*is&S!i (M, yDtrv>^U3-;K sue) , 
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£) , (flu x>-/>^ T^tfrrfA, ^;i/^'>^^;nr;up-x, # 

Dt^ni;wn-x, ^U^xfi/^'J^-JK y>f-> 80, 
7)\,U-y2 F6 8, W-77tf-h7^I/-K t H n+v^P tf;l/ 

j?l/>^'Ja-m 7 p ntflx>^U3-;k TKttWSSOtbTtt* 

ens* 
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s*fc*»-rs n £ feet D#^n§„ 

ftej^O^IOMttO. 5-5 Ow/v%,ff^t<H3~20w/v% 
i&gTfc §. SfcSmSBIifiXJi/*«kW U ^WftOiMEtt 0.5~50w/ 
v%, jftt<li3~2 0w/v»tl/K 

so &uvu>ifV3-M smm . mum c/f*«, ^>v)W)vn- 

ftlt»JttpHHffiai|©^inK:j:D 2-1 2$f*L<«2. 5~8.0I«5 
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;m * # u i^- h/r $ j t;v^;m * * L) h #s^#, # y 7 * u )vm. 
#y***y;i*t, /^^'JM7M;v75F*i^#> #u u^^u;h» 
20. *3\>w , ^'JWJWK #u***u;p73F, 75;m;w^^ 

U h^«^#:> # U 2 U ;i^7 > b H U H) , ^ U S'SW* ^'JU 
-h*M^#:> tQtoftX'C F5*y hRS-1 0 0, RL-10 0, RS-3 
OD, RL-3 0D, RL-PO, RS-PO (7* V)VWtX9-)l ■ ^^7^7 U 

;pBt^^;w • ^^7^ u^BKifthu^^ • 7> ; Ex^Ax^;i/*a^) > 

25 . fr-TH?*? hNE-3 0D (*?7#V)\'Wi*9-)\''79V)V8tX l ?)V#&'& 
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5 (Carbomer) 9 34P, 94 0, 9 4 1, 9 7 4P, 9 8 0, 1 

3 4 2f> $V%—tfy4)V (polycarbophil) , ji)Vi/VJ*i$V1]tf—y'()\' 
. (carcium polycarbophil) (KfEtiViTtl'bBF^HUy9 i a») , /VftfT. 
73-1 03, 10 4, 105, 304 (H-fnfcSttfcK* OWO 8) fc£0* 

(w/w) , ff*L<»»3 5&V>U$8 0% (w/w) , L<fcH94 Ofc 

V>L7 5% (w/w) , mffl&-$W-<D^mt®3f3i^V®3 0% (w/w) , £f 

£L<«&J5~f?J4 0% (w/w) , 3&fcfri;L<J*i!&5~*&3 5% (w/w) 

§ 0 ^iiT±i2% (w/w) &&ira»e>M (#1, Tie, **s-)V* x?;-)v 
i. ii^ttfioii. 
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0 0 0 Mm, $5{:lfSb<ttU5 0 0fcV>L*9l, 4 0 0 /imt?iB§, 

5 mi m&m, mm, mum, gmmmzmsis* m^n^vmmm,.m 
momm^mz. *&o. 5&v>uu9 5% (w/w) , ^ksi^.o^li^ 

8 0% (w/w) , ££fc#£L<«^3 O^L^ 0% (w/w) T&So 

X, ^Ux^l/>^Un-;K ^Ut?x;!/t?PU KX ^D~7^F6 8, 7 

is ^->^^;Hr;i/n-7;*;i^v'^A(ECG505), ^nx^JMn-x^Mi^A 
(Ac-Di-Sol), ^M^UEx;i/t?nll H> (^DXtfEFX , {gg^tiHD 
^>:/ntf;Hr;i/P-x (l-hpc) &£#w^ns 0 *T&> bFn^>:/ntf 
;Hz;mt-x, $0 tfx;i/k°nu FX f&fi&gt: Fn*~>:/nh?;v-fe;!/n-x 

ti^c ^im\thx\m^m. ^x>m> ^a^i, x^;um> ^w>m& 

25 n^^v-hut^. wmh^\tz.ntmmi Mj^^M^j> 
fcffili, Aft Mrt^n-x, <7y^x^-esii$nrcfe©^ffiT#, 

0 0 iim^lfil, 5 0 0 Mmtfe5fe©«b^, 
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*;W**^7;V*;i«*W1-S£*Jk £W£b<«fcKn^:/nt!;i^^ 

LTiS&Bfc £x>^, 3Afl, TK^W, 
*&£©«$Rja££&WTfeJ;K KW!RU£JIV>**&, *©Satt«#lcS* 
LT$J1&^U$1 5% (w/w) , ff*L<»*91fcV>l/#&l 0% (w/w) 

s L<\t®2 hms% (w/w) -ea^^o 
ji. icwassi 

+©#^#©^W$s#^n*niriB^e£fc5 «£ o fcMSfcTttS. 

m^llilt @E (RF^©«MS^*^)-fc»l/TJ»lfe^b»9 
0% (w/w) , #£L<&&J5&V>U$5 0% (w/w) , £SJdf?£L<&i&5& 
Vit3 5% (w/w) 

ttE^M©^<i:bT«7KX«WaM$¥«^§Vi«M^©?i^&ffl^§ 
it) fct i&uli o 0%®mmx&4kis : &Z>z.£WT%. ff*b<tti^l/ 

7;P3-;k n-^;i^7;W3-;wp©fi»T;V3-;^ 7-feh>fc£©<E«7;i/ 
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%jy. 7-fehxhU;k ^un*M, ^f^D7< Kfc£)Wfl^Sft5. 

#x>l£> 3A£St ^W>86fc£©ife£;&Q*.T , b«kV\i 
3-tV >^^(c «k D^c^k-rJ—TV >;?T3 £ tTHii-f 3 21 ttfi? 

£©Pf&^T&*U& *;k>> M<b^^>> Xf7'J>KT^'>!>A, 
SMtj;§«^^fcji&DT^;i/^^^©^mit^J^^LTt)j;Vi 0 

«SS-fe;i/P-X OBfi^ («0 13, 7tf-fe;i/PHl 0 , $m 

^5Xi^», v>xh-;k JgHfcijc^Bk »^^^A, £*M#;k> 

h -;k& ^awsna o z. n & <Dmm\\t-mx\*rM&k±. *mfr&t>^T& 

4w/w%, jf^L<fiD2 0~l59 8. 5w/w%, $ ^tljifJK tt*&3 0~ 
#59 7wAv%T&£o 

aftttaKflfcfc nznmo^m^ m&mn±mznvx, mo. 5-^9 
5%, n&v<\*®i~®§ oxoiBHj^safcffiMR-rsct^**. 
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Wm&M> ECG- 5 0 5),^D^3t7;MP-X^-hU^A(«AK,»ft:j*(«0 
8, 79i?VM* (fl^il BASFfl, nUH>CL), *g 

^X^a^>0, «^afls5 f >^> Ofltofc («0 a, PCS) fc&Wfl^&ifL 

^\ »&M^fJ±a»LT, 08*.«*9O. 0 5 -#93 0w/w%, 0£L<&f9 
0. 5w/w%T&3o 

U#77tf>®, dlft&ii, =fgra -H-*»J, M&K 
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mwtmmtmft&z&Qmm-z z. «k ow«« £ 

<«, kFP^^Plf^-fl-^P^XhU^a fcg&^WLTWt 
±BB!«J8»J£LTtt, ft* SUN D-7>^b-JK x>7°>, m&t)Vu 

^hU^A> 7;i^b-x, -?>xh-;k v;nfb-;k 
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ft^TtfA, 7*7-#A) , 7)V^>mM (#k 7;l^>^-hU?A) , -kfr 

^x(cast)7^;i/AiT?». s&k, nsm\* mm±m. ra, « 
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(£F£t,<tel 0-1 0 0 0 = ^D>ig^) fc-€-n£/£^ 

mmt^m^nx^m^omumm^^mm^mr^z\tiz^xn 

£> mztttfn (psyl Hum) >A°^ fc £ ©Sr«H$* >/1*88!f L < feU 

MS ; ; ; AM^'>^fJl/tJl/D-^i ; #5 ; 

■r^rX h 7 >M ; ^ j-ym. ; U tf-;Hf D U H >fc £ 0£j£# U vHi ; if 

P-.Xfc£©*B; 5^D5***MJ>fc£©8M*«S; U>Bt^hU»>A, & 
ft^-hU^A«:6«lcdr-f|ft7^=»>Aa:if®«MftffiB; ^U->X L-79 
-X L-77sAy^>m. L-^;k*S>lL L-tFo^D'JX L-- 

-f v d -r x l - n -r e l - y x~;i^7 ^ - >& £ ©ft*®?*** 
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mm fs^mmi tLx\$, b mzn^m^mm^ «fc # x u x • 7 > h • 

< 

»T7.+>^Ji:LT^ mmtl-hW^ -f:*>S:MfJJi> ^nj^h 

mwi\z\mnm 0 . 1 ~® 5 0 a*% , l < 0 . 1 3 ,p m% © 

0£L<ra2#~£tl5#<Z)Mk: mz) f»9 0%^±M^^i 

20 ±iH®ra©»j^#fc^-r ^ 1 0 ~® 9 9 mm% . v < u 
■^-mztttz^&te. mo. 0 1 ~m 0 mm%. u < 1 5 aa% 

T&£ 0 ^3g«JOWJ±#:^-r^«fi, 0 . 1-^9 oa*%, £f£ 

25 b < rau ® 1 0 ~m 7 0 sfi%T^^o m7mfefoomm±mztt-?z>^mz 
u^-o^j^m-r^w*^ 150. i~^j3os»%, &%L<\mi 

0-^25 M«%T ^^^J0M^^-r^^*»^ 0 . 1 ~^J1 
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mmm&ttrrzmv&^mte* mmnmm* am* aa*, 

*56 0 kg) -AfcfcD, 3*, $ffl^£LT, *n*ttl 0*50. 0 1-1510 
0 0mg/kg, ff*b<}4*&0. 0 l-j&l 0 Omg/kg, «fc 0£F * b< «&0 . 1 
0 Omg/kg, t DfettiKlO. 1HS5 0mg/kg5, fcflvc&fcl. 
5-^3 0nig/kgSlBlIiI^5*lHl{c^T»JR18:#$ns. "b"65^ fffB 

£fc£fc«fcoTgfcrK #K:|gj£$nfcV>a*, **b©*£l,TaM(r, &i:*.fcfill 
□tS£5T?i*ft»l*!U kg#fifcfcD»0. 0 0 1-2 0 0 Omg.^KSIilO. 
0 1-50 Omg, L<&, 190. 1-1 0 0mg8*T*t), £ft£ 

as i a i - 4 0fc^ttTS#T§o 

ffiSSr&fC&^bfc^, GnRH7^-Xh£&-£LTfc<fc^U Gn RHTrf 

0#~1 0£U*1, <fci9#£L<tel 5^~l^mrtfcGnRHrzr-7 > h^ 
#t§^Wtf^n^. GnRHTrf-XK^iC^«^ GnRHX 
tohS^im 1^~1H^ J?*L<«1 0#-6p#PbW^ 

CWU Ig^TlSt^i^, IUPAC-IUB Commission on Biochemical 
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Abu 

A i bu 
5 Ala 

A r g 

G 1 y 

H i s 

lie 
10 Leu 

Me t 

N 1 e 

Nv a 1 

Phe 
15 Phg 

Pro 

(Pyr) G 1 u 

S e r 

Th r 
20 T r p 

Ty r 

Va 1 

D 2 N a 1 

DSer (t Bu) 
25 DH i s (ImBzl) 

PAM 

B o c 

Fmo c 

C 1 -Z 
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2-75 
7;Mr-> 

tz^isy 

^vu^yy 

u^yy 

*?-*-y 

j)Vu^yy 

yiwvjy 

7x.~)V7?~y 

7x.-)Vt?vyy 
7°uvy 

j-uyy 

my 

D-3-(2-^-7^;i/) 7?~ymm 

O-tert-T^V-D — feU> 

N im_^ y _ D _ t ^ c; y 

u-^y-j)v^yfs)V^)v 



10 
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B r -Z 
B z 1 

C 1 2 -B z 1 
To s 
HON b 

HOB t 
HOOB t 

Me B z 1 
B om 
B um 
T r t 
DNP 
DCC 



PCT/JP02/08130 



54 



2 -7U*:-<*>*?)1,tt$s%n,tf-)V 

l — t H n+y^> 1 / h U y^J—))/ 
3-hFn+y-3, 4-5?kHn-4-t*V-l, 2, 



20 6 . 7 m 1 Ol@7Rfcii U a-y n 1/ U > 5 . S gtemfflVTco Z.tl\ZffllZ 

mm. mmvrci$v%M mm^m^m : 1 5 0 0 0) (5 1 . 6 g) 

fij»::*96000rpm) Ltc'&, 1 S'CfcflSbfco Htl*^*^, Mb 

Ei^figicaBgUfco. l t'n-;i/7;i/n-;i/ (pva) *&»ci 3. 5 

5*U— ©IU»^7 0 0 0 r pmTfSWfcLfc. ^0W/O/WI7Jk> 3 > 
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2 70^>7x >«&WteSI 

(1) 7D+>'7i> 5. Omg 

(2) ftt& 2 0 . 0 mg 

(3) 8®* £M2ml£T3 
7n^>7i> 5 . 0 mg £ irXftjft 2 0 . 0 mg tK»AT 

£*2. o mi «h-r^o »£3i®u %m$&T\z2 mi ©T>^;wc^grr* 0 y> 
mm 3 

(1) 7D^-/7x> 5 Omg 

(2) y# h-X 3 4mg 

(3) b«n35>TO 10. 6mg 

(4) ho^un^mm «Dz>m 5mg 

(5) 7f7U>t7^5/»>A 0. 4mg 

(6) TJ^^^^^-fe^P-X^;!/^^ 2 Omg 

ffh 12 Omg 

ft8jfcfi£V>-hffi (1) ~ (6) £g£U *rtet8fcJ;!)fl-£U «l£t#fc 0 
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1. GnRH7^-^htSERM (selective estrogen receptor modulator) 

-f^-^ ttSS^l H¥$PH§> m&»* PMS (premenstrual 

syndrome) > ^gfflJ!SB*fctt*;P3/^A • ^fMliCW-MIII. 

2. SERM»n^y7i>, 7;^->7x>, 7V7*^>7x>« T 

SE-424, SERM- 3 3 3 9*fcttS PC - 8 4 9 0T?**»#5!l|Btt 
©B^ 6 

3. ^l*l^a^©^IP*^©l6l±mTa&S|f^llB«0E^o • 

5. «IL»lbfc*fUT» GnRHy^-XhOfiiiSERMlOtaii?: 
te^b-&Tg#-r§^<h^M<hT§Ad d-B a c k«& 0 

6. ifcftl&fcfcftLT, GnRH7=f=Xh©*»*i:SERM*0*»«-iLS 

7. HfSJ&lbfcftLT, G n RH7^Z^ hOf Mi S E RMI©^lii$ 

8. GnRHT^—X h<hS ARM (selective androgen receptor modulator) 

9. SARMgtfLGD2 2 2 6T»*flf&E8fi!*©Ba6. 

10. ®?LIrfe*fLT, GnRH7zfn^h©^S<tSARM^©^*t 
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1 3. MAB (Maximum androgen blockade) WfeM*V$> SSIfJ&K 1 llEfc©^. 
14. HWUMfefcttl/T, GnRH7=f-^KOWSWitU7'— lfa«OWJ» 

1 5 . «3U&«| MUX, G n R H Tcf" X h ©W8&fi £ U 7 — tflfigg® 
fit ^iI^-&t>#TS-^1-^ ii^iliitSMAB (Maximum androgen 
blockade) ^fe, 

16. *WL»»fc*fUT, GnRH7rf-^h©^*tU7-«W^©W^ 
fitSia^t)^Tfi#LTif53^*fctt9yiS»/hbfc«, mmFr££& 

1 7. GnRH7zf-Xh<hg^#M^nv>^--iim^i:^»^-&T 

18. S§#ifnj/^t- ifPlS^/ry^^-^ -feT^ij- 
~7\ SI-7 74, SU-6 6 6 8, SU-101, GW- 2 0 1 6 *fe»C 

1-103 3-e&2>mjgmi 7mM<DmMo 

2 0. ]fo*0WffcHER2S0^£jfci;T, GnRH7^h©fiii 
2 1. GnRH7=f~* h £WmtmWZM£*Ufr&t>&TteZffifimm,%M. 
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22. ^r{mmmm^7u>^u>m, ifHn>E -f a> Fn>it <>% 

Fd>8, U -fe H a >Bt £ □ F u >M> h 5Hn H p 1/ V 
Ho>ffi, 9\>Pb*n>&, *Uh*H>Bt EB-1053, YH529, -I* 77#>£& 

2 5. «Mt)£*fbT, GnRH7^Xh©^S£^*&i£©W&:B£: 
2 6. jfe*©^fcHER2»©?tgfaSbT, Gn RHTzf-X h©W?JM£ 

^^mow^Mtsia^t>-a-T^T^it^2 5ia«©^i»-i&8:m 

2 7. iSmS&ftfcfcfLT, GnRH7^7 hOf iii 

*fcl*B3l»»i«f5 ct*wfct««sawi» WSfctt^BttMOte* 

2 8. GnRHTrf-Xhi^ h#<> • ttM >&m*b*1Afr£*y£T 
teZM&mm> fUk fr^«feb<fcJ:ft«©W«l?Sk *&«ffi:s£Ii!K , bb< 

2 9. *?LIM&fc*#t/T, GnRHT3-Xh©W8l«£1M h 2K > • frt* 
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3 0. fiL$(D'5jmfcHE.-R2&<Dmm\ZJ&VX, GnRH7J-Xb<D%mmt 

3 2. X.>\**V>&®fc7>*3-Zh&7b7±>*^ YM-5 9 8, T 
A- 0201, Bosentan, SB-217242, SB-2 0 9 6 7 0, 
TBC - 11251, BQ-1 2 3, ABT-62 7 
10 Cyclo C-D-Asp-Asp(Rl)-Asp-D-Thg(2)-Leu-D-Trp-3 

C5£4>, Asp(Rl)«TX/l7^>mi3-4-7x-;Hf^7^>T5 H3B2s£x 
Thg(2)«2-5 i X-;i/^U'»^^fo ] Tm%n%*'7 ! ?\ i &ZWZ J £(D 

h U ^Aire&3f»^3t 3 1 IB«©E£&. 
3 3. m$LW}mz3$LT, Gn RH7to hCf iitx^ Ft 'J >§$#:7 

3 4. GnRHTrfXX btf. ft 
5-oxo-Pro-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pr o-Z 

Y&DLeu, DAla, DTrp, DSer(tBu), D2Nal &<ktfDHis(IgiBzI)^£>2§}£ 

20 nzmmz. z«nh-c2H5 £&«Giy-NH2 £^n^n^T] xmt>-&nz>^y9- 

H*fctt*©ttLT?*S»*5!l, 1 1, 1 7, 2 1, 24, 2 8*fcfct3 1!B* 
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extent that no meaningful international search can be carried out, specifically: 



3. Q ClaimsNos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . As d\ required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: * 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

["""] No protest accompanied the payment of additional search fees. 
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(1) 

In each of the claimed inventions, a compound defined by a desired 
characteristic, i.e., XN a GnRH agonist" is employed in combination with 
a compound serving as a drug effect ingredient selected from among 
SERM/SARM/sex hormone synthesis inhibitors (lyase inhibitors) /tyrosine 
kinase inhibitors /bone metabolism regulators /drugs ^ for 
immunotherapy/cytokine/chemokine inhibitors. However, it is 

recognized that only parts of the compounds involved in the claims (both 
of the former and latter compounds) are supported by the description 
under Article 6 of the PCT and disclosed therein under Article 5 of the 
PCT. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, it is impossible to specify 
a compound having the activity of the "GnRH agonist". Thus, each of the 
claimed inventions fails to fulfill the requirement of clearness as defined 
in Article 6 of the PCT. 

Such being the case, the search was made on the combinations wherein 
leuprolelin, which was employed mainly in the working examples in the 
description of the present case, was employed as the former "GnRH agonist" 
while one of the individual compounds (raloxifene, etc.), which were 
specifically cited in claims and employed mainly in the working examples 
in the description of the present case, was employed as the latter compound 
serving as the active ingredient of the drug. 

(2) 

As stated in, for example, US 4472382 A, WO 86/01105 Al and WO 97/27863 
Al among the documents presented in the column C of this international 
search report which have been clarified after examining the prior art, 
it is not novel to enhance the preventive and therapeutic effects on 
diseases by combining a GnRH agonist with SERM/SARM, etc. Accordingly , 
there is a high possibility that the inventions as set forth in claims 
1, 8, 11, 17, 21, 24, 28 and31, wherein it cannot be immediately recognized 
that the compounds to be combined with a GnRH agonist are not common, 
cannot be regarded as having a single general inventive concept in common. 
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